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A B S T R A C T

Purpose
Although ABVD (doxorubicin, bleomycin, vinblastine, and dacarbazine) has been established as the

standard of care in patients with advanced Hodgkin lymphoma, newer regimens have been
investigated, which have appeared superior in early phase Il studies. Our aim was to determine if
failure-free survival was superior in patients treated with the Stanford V regimen compared
with ABVD.

Patients and Methods
The Eastern Cooperative Oncology Group, along with the Cancer and Leukemia Group B, the

Southwest Oncology Group, and the Canadian NCIC Clinical Trials Group, conducted this
randomized phase Il trial in patients with advanced Hodgkin lymphoma. Stratification factors
included extent of disease (localized v extensive) and International Prognostic Factors Project
Score (0 to 2 v3 to 7). The primary end point was failure-free survival (FFS), defined as the time
from random assignment to progression, relapse, or death, whichever occurred first. Overall
survival, a secondary end point, was measured from random assignment to death as a result of
any cause. This design provided 87% power to detect a 33% reduction in FFS hazard rate, or a
difference in 5-year FFS of 64% versus 74% at two-sided .05 significance level.

Results
There was no significant difference in the overall response rate between the two arms, with

complete remission and clinical complete remission rates of 73% for ABVD and 69% for Stanford
V. At a median follow-up of 6.4 years, there was no difference in FFS: 74% for ABVD and 71% for
Stanford V at 5 years (P = .32).

Conclusion
ABVD remains the standard of care for patients with advanced Hodgkin lymphoma.

J Clin Oncol 31:684-691. © 2012 by American Society of Clinical Oncology

men was designed to minimize both short- and
long-term toxicity. Treatment was shortened to 12
weeks by delivering potentially non—cross-resistant
chemotherapy at weekly intervals and reducing ex-

Several studies have established doxorubicin, bleo-
mycin, vinblastine, and dacarbazine (ABVD) as the

standard of care in patients with advanced Hodgkin
lymphoma (HL)."*® Over the past two decades, new
regimens have been developed to either improve
efficacy or reduce toxicity. Horning et al’ published
single-institution data reporting 5-year failure-free
(FFS) and overall survival (OS) of 89% and 95%, re-
spectively, using Stanford V, a combined-modality
approach for patients with advanced HL. This regi-
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posure to the cardiotoxic drug doxorubicin and the
pulmonary-toxic drug bleomycin. Importantly, pa-
tients with lymph nodes < 5 cm at diagnosis were
treated with 36-Gy irradiation of those sites after
chemotherapy. These data were validated in a coop-
erative group setting® in 47 patients with a reported
freedom from progression of 85% at 5 years. To
address the question of superiority of Stanford V
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over ABVD in advanced HL, in April 1999, the Eastern Cooperative
Oncology Group, along with the Cancer and Leukemia Group B and
the Southwest Oncology Group, initiated an intergroup trial, joined in
2000 by the Canadian NCIC Clinical Trials Group. The trial closed to
accrual in June 2006.

Patients were eligible if they had previously untreated, histologically proven
classical HL and advanced (stage III or IV) or locally extensive disease with
bulky mediastinal adenopathy, as defined by a mass > one third of the maxi-
mum intrathoracic diameter on standing posteroanterior chest x-ray. Histol-
ogy was determined using central review when available, then local pathologic
review. Concordance rate was assessed in patients with both central and local
pathologic review.

Statistics

FFS was defined as the time from random assignment to progression,
relapse, or death, whichever occurred first. OS was measured from random
assignment to death as a result of any cause. This study planned to accrue 850
patients (10% ineligibility rate assumed) over 4 1/3 years, with an additional 3
years of follow-up, to reach full information for 240 failures with 756 eligible
patients. This design provided 87% power to detect a 33% reduction in FFS

hazard rate, which corresponds to a difference in 5-year FFS of 64% versus
74%, at a two-sided .05 significance level. Two interim analyses were planned
at approximately 33% and 67% of the anticipated number of failures.

Comparisons between treatment groups were conducted according to
the intent-to-treat principle among eligible patients with a stratified log-rank
test. Two stratification factors were employed, including extent of disease
(localized v extensive) and the number of international prognostic risk factors,
as defined by the International Prognostic Factors Project Score (IPS;0to 2 v 3
to 7).° Treatment groups were used as a stratification factor in planned sub-
group analysis. The Kaplan-Meier method and Cox proportional regression
model were used to estimate failure rates, hazard ratios (HRs), and 95%
CIs.'®!! Time-varying covariate was used in Cox proportional regression to
test the interaction between treatment groups and time and determine the
inflection point in the HR. Toxicity was evaluated in all patients regardless of
eligibility. Fisher’s exact and Wilcoxon rank sum tests were used to compare
proportions and medians, respectively.

Treatment

The randomization schema is shown in Figure 1. ABVD was adminis-
tered for six to eight cycles (Appendix Table A1, online only), depending on
response as determined by computed tomography (CT) scan, and Stanford V/
was administered for 12 weeks (Appendix Table A2, online only). Patients
administered Stanford V received prophylactic antibiotics, which included
oral trimethoprim/sulfamethoxazole and ketoconazole, whereas those admin-
istered ABVD did not. Radiation therapy (RT) was administered to all patients,

Enrollment
(N = 854)

Random assignment
(n = 854)

Stratify

No. of adverse risk
factors: 0-2 v 3-7

Locally extensive (stage
I-1IA/B with massive
mediastinal adenopathy)
v advanced (stage IlI-1V)

Allocated to arm ABVD (n =428)

6-8 cycles of modified IFRT 36 Gy
only to patients with massive
mediastinal disease

Exclusion
Pathology exclusion (n=11)
Other reasons (n=22)
|
Analyzed (n =395)
Median follow-up, 6.4 years
Failure (n =96)
Death (n =50)

Reasons for discontinuing treatment

Treatment completed (n =330)
Disease progression (n=6)
Toxicity (n=13)
Death (n=0)
Withdrawal (n=12)
Alternative therapy (n=2)
Complicating disease (n=1)
Other (n=12)
Missing (n=19)

Allocated to arm Stanford V
12 weeks of chemotherapy with
modified IFRT 36 Gy to sites > 5 cm
in maximum transverse dimension
plus spleen if involved on CT

(n =426)

Exclusion
Pathology exclusion (n=10)
Other reasons (n=17)
|
Analyzed (n=399)
Median follow-up, 6.4 years
Failure (n =105)
Death (n =50)

Reasons for discontinuing treatment

Treatment completed (n = 366)
Disease progression (n=1)
Toxicity (n=2)
Death (n=3)
Withdrawal (n=5)
Alternative therapy (n=1)
Complicating disease (n=0)
Other (n=6)
Missing (n=15)

WwWW.jco.org

Fig 1. CONSORT diagram and random-
ization schema of ABVD (doxorubicin,
bleomycin, vinblastine, and dacarbazine)
versus Stanford V. CT, computed tomog-
raphy; IFRT, involved-field radiation
therapy.
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with bulky mediastinal adenopathy beginning 2 to 3 weeks after completion of
chemotherapy. Radiation fields included the mediastinum, bilateral hilar, and
bilateral supraclavicular areas, treated to a dose of 36 Gy. Additionally, and
only for patients treated with Stanford V, 36 Gy was delivered to any pretreat-
ment site > 5 cm and for macroscopic splenic disease detected by CT. Radia-
tion fields for all patients in both arms receiving RT were retrospectively
reviewed for quality control, and rates of compliance were similar, with 67%
and 66% with no or minor variation for ABVD and Stanford V, respectively.

Between April 1999 and June 2006, 854 patients were enrolled (ABVD,
428; Stanford V, 426), and 794 were determined eligible and randomly
assigned to receive ABVD (n = 395) or Stanford V (n = 399). Of the
60 ineligible patients, 39 were ineligible for reasons other than patho-
logic exclusions, as follows: lack of baseline measurements within 4
weeks (n = eight), stage I to II without a large mediastinal mass
(n = 27), no baseline record (n = two), WBC < 4,000 (n = one), and

686 © 2012 by American Society of Clinical Oncology

Table 1. Patient Demographics and Clinical Characteristics Table 2. Risk Factors by IPS
ABVD Arm Stanford V Arm ABVD Arm Stanford V Arm
(n = 395) (n = 399) (n = 395) (n = 399)
Characteristic No. % No. % IPS No. % No. %
Age, years Missing/unknown 8 2.0 4 1.0
Median 88 88! 0 33 8.4 27 6.8
Range 18-83 16-83 1 98 24.8 94 23.6
Sex 2 123 31.1 137 34.3
Male 208 52.7 217 54.4 3 76 19.2 75 18.8
Female 187 47.3 182 45.6 4 37 9.4 34 8.5
ECOG performance status 4 18 4.6 21 5.3
0 227 7.3 221 55.4 6 2 0.5 7 1.8
! ey e e A Abbreviations: ABVD, doxorubicin, bleomycin, vinblastine, and dacarbazine;
2 8 2.0 15 3.0 IPS, International Prognostic Factors Project Score.
Missing/unknown 9 2.3 1 0.3
B symptoms
Yes 232 58.7 227 56.9
Missing/unknown 8 2.0 1 0.3
Cell type unknown (n = one). There were 626 patients evaluated by central
Lymphocyte rich 8 2.0 6 1.5 pathologic review, balanced by treatment arm, and 21 were found to
quular S°|er°_5's 274 69.4 288 72.2 be ineligible because of incorrect pathology, as follows: lymphocyte-
[A'Xedhce”rla;tyl o 43 12)'3 42 18'2 predominant HL (n = 16), anaplastic lymphoma kinase—positive
mphocyte deplete . . .
U\;cIZssiﬁye q P a5 e = - large-cell lymphoma (n = one), unclassified B-cell lymphoma
Missing/unknown 20 5.1 9 23 (n = one), primary mediastinal large-cell lymphoma (n = one),
Lymphocyte predominance 0 0.0 0 0.0 diffuse large B-cell lymphoma (n = two). Pathologic exclusions were
Disease stage balanced between the two arms, with 11 in the ABVD arm and 10 in
' 8 4.6 14 3.5 the Stanford V arm.
I 104 26.3 105 26.3
IIE 1 . 2 . . .
" ! 23 32 3 142 3§ ? Patient Characteristics
IIE 16 4‘1 16 4'0 Patient characteristics are listed in Table 1. Baseline patient char-
Y, 105 26.4 98 246 acteristics were balanced between two treatment arms for age, perfor-
Missing/unknown 8 2.0 1 0.3 mance status, WHO subtype, disease stage, extranodal involvement,
Extranodal involvement and IPS risk factors. The median age in the two regimen arms was 33
— 58 14.7 o4 13.5 years, with even distribution among men and women. The majority of
'E‘;'Ver 52 ;1 ;2 ;': patients had performance status of 0 to 1, and approximately 64% of
one . . . .
A - a4 - a0 patients had IPS of 0 to 2 (Table 2). Most patients (ABVD, 93.5%;
: : Stanford V, 96.3%) had stage II, II1, or IV disease. Lung involvement
Abbreviations: ABVD, doxorubicin, bleomycin, vinblastine, and dacarbazine; was the most frequent extranodal site of disease (ABVD 14.7%: Stan-
ECOG, Eastern Cooperative Oncology Group. . e
ford V, 13.5%). Bone marrow involvement was 8% and 9.1% in the

Stanford V and ABVD arms, respectively.

Risk Factors
Risk factors by IPS are listed in Table 2 and were balanced be-
tween the two groups.

Number of Chemotherapy Cycles and RT

In the ABVD arm, 52.2% of patients received six cycles (24
weeks), 54.2% received six to seven cycles (28 weeks), and 88.6%
received six to eight cycles (32 weeks). In the Stanford V arm, 95.2% of
patients were administered the specified 12 weeks of treatment (Ap-
pendix Fig Al, online only). The median duration of chemotherapy
(excluding RT) for patients receiving ABVD was 24 weeks (range, 4 to
56 weeks), whereas for those receiving Stanford V, it was 12 weeks
(range, 4 to 20 weeks). The decision to administer six versus eight
cycles of ABVD was specified in the protocol by response based on CT
scan. The duration of treatment in the Stanford V arm was not re-
sponse based, and 95.2% of patients received the full 12 weeks of
chemotherapy. Seventy-five percent of patients received RT in the
Stanford V arm, whereas in the ABVD arm, 41% received RT for bulky

JOURNAL OF CLINICAL ONCOLOGY
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Table 3. Response Rates
ABVD Arm (n = 394)

Response (%) Stanford V Arm (n = 399)

CR and CCR 72.7 68.7
PR 7.6 7.5
SD 8.4 10.5
Progression 0.3 2.0

Abbreviations: ABVD, doxorubicin, bleomycin, vinblastine, and dacarbazine;
CCR, clinical complete remission; CR, complete remission; PR, partial re-
sponse; SD, stable disease.

mediastinal disease only. Early treatment discontinuation occurred
because of progressive disease, loss to follow-up, patient choice, or
physician discretion.

Response

Response rates are listed in Table 3. There was no difference in the
overall response rate between the two arms, with complete remission
(CR) and clinical CR rates of 72.7% (95% CI, 68% to 77%) for ABVD
and 68.7% (95% CI, 64% to 73%) for Stanford V.

FFS and OS

At a median follow-up of 6.4 years, there was no difference in
FES: 74% for ABVD and 71% for Stanford V at 5 years (P = .32; Fig
2A). The FES curves crossed at approximately 5.5 years, and significant
interaction between the treatment groups and time (P = .02) was
observed. Extended Cox regression with time-varying covariates re-
vealed a stratified HR for ABVD over Stanford V of 1.22 (95% CI, 0.89,
1.67) before 2 years and 0.93 (95% CI, 0.51, 1.70) after 2 years. Neither
time interval difference was significant (P = .21 and P = .82, respec-
tively). There were 50 deaths in the ABVD group and 50 in the
Stanford V group, with no difference in OS (Fig 2B; ABVD, 88%;
Stanford V, 88% at 5 years; P = .86; HR, 0.97; 95% CI, 0.65 to 1.43).

Subgroup Analysis

Locally advanced versus extensive. The planned subgroup analy-
sis comparing FFS (Fig 3A) and OS (Fig 3B) in patients with stages III
and IV disease (n = 525) with those with locally advanced disease
(n = 268) stratified by treatment arm indicated that patients with
locally advanced disease did significantly better than patients with
stages III and IV disease, with 3-year FFS of 82% versus 71% and
5-year FES of 82% versus 67%, respectively (P = .001). Similar results
were seen for OS, with 5-year OS of 94% versus 85%, respectively (Fig
3B; P <.001).

Risk factors by IPS. Stratification in the protocol was by the IPS
risk factors of 0 to 2 versus 3 to 7 (Figs 4A to 4D). In the low-risk
group (n = 512), there was no difference between the ABVD and
Stanford V arms in FES (ABVD, 77%; Stanford V, 78% at 5 years;
HR, 0.91; 95% CI, 0.62 to 1.33; P = .62; Fig 4A) or OS (ABVD,
91%; Stanford V, 93% at 5 years; HR, 0.59; 95% CI, 0.32 to 1.07;
P = .08; Fig 4B). By contrast, as shown in Figure 4C, for the high-risk
group by IPS (n = 270), there was a significant difference in FFS in
favor of ABVD versus Stanford V (67% v 57% at 5 years), with an HR
of 1.6 (95% CI, 1.06 to 2.47; P = .02). There was no significant
difference in OS (Fig 4D) for the high-risk group (ABVD, 84%; Stan-
ford V, 77% at 5 years; HR, 1.5; 95% CI, 0.86 to 2.56; P = .15).

Toxicity

Toxicity was assessed in all patients, and data are available for 835
patients. Toxicity was similar between the two arms, including grades
3 and 4 neutropenia. However, in the Stanford V arm, compared with
the ABVD arm, there were more instances of grade 3 lymphopenia
(78% v 42%; P < .001), grade 3 or 4 leukocytopenia (36% [grade 3]
and 19% [grade 4] v28% [grade 3] and 5% [grade 4]; P <.001), grades
3 and 4 sensory neuropathy (9% [grade 3] and 1% [grade 4] v 2%
[grade 3] and 1% [grade 4]; P < .001), and grade 3 or 4 motor
neuropathy (5% [grade 3] and 1% [grade 4] v < 1% [grade 3] and <
1% [grade 4]; P = .006). Grade 5 toxicity was < 1% in both arms.
There was no difference in reported pulmonary toxicity between the
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Fig 3. Patients with locally extensive disease (stage | to Il bulky) were compared with patients with advanced disease (stage Il to IV); patients with locally advanced
disease had better (A) failure-free survival (FFS; P = .001) and (B) overall survival (OS; P = .002), but there were no differences in FFS or OS between ABVD
(doxorubicin, bleomycin, vinblastine, and dacarbazine) and Stanford V (data not shown).

two arms, as measured by required diffusing capacity of carbon mon-
oxide, forced expired volume in 1 second, and reported symptoms of
cough and dyspnea. With a median follow-up of 6.4 years, the risk of
second cancers was equal in the two groups, with 15 instances in the
ABVD arm and 19 in the Stanford V arm. Second primary cancers
among those receiving ABVD included: non-HL (n = two), myelo-
dysplastic syndrome (MDS; n = one), cervical cancer (n = one),
non-small-cell lung cancer (n = one), renal cell cancer (n = one),
colon cancer (n = one), anal cancer (n = one), nonmelanoma skin
cancer (n = three), sarcoma (n = one), breast cancer (n = one), and
unknown or other (n = two). In the Stanford V arm, these included:
non-HL (n = three), AML or MDS (n = three), breast cancer
(n = four), gastric cancer (n = one), prostate cancer (n = one), colon
cancer (n = two), lung cancer (n = one), sarcoma (n = one), brain
(n = one), and unknown (n = two). There was no apparent relation
to radiation field.

In this large, randomized phase III trial of ABVD versus Stanford V,
with 794 eligible patients with advanced HL, there were no significant
differences in FES or OS between the two treatment groups. The FES
and OS data for the ABVD arm were similar to what has been reported
with contemporary ABVD,'? but in our trial, for Stanford V, the
5-year FFS and OS rates of 71% and 88%, respectively, were lower than
those originally reported for Stanford V in phase II nonrandomized
studies.”® We found no differences in outcome among patients with
stage III or IV disease; however, with high-risk disease (IPS = 3),
ABVD had a better 3-year FFS (ABVD, 72% v Stanford V, 62%; HR,
1.6; 95% CI, 1.06 to 2.47; log-rank P = .02).

Toxicity was similar between the two groups, with a higher inci-
dence of lymphopenia and neuropathy in the Stanford V arm, likely
attributable to the vincristine and prednisone in the Stanford V regi-
men. This did not translate into a higher infection rate, possibly

688 © 2012 by American Society of Clinical Oncology

because patients administered Stanford V received prophylactic
trimethoprim-sulfamethoxazole and ketoconazole, whereas those on
ABVD did not. There was no significant difference in second cancers,
whether leukemia or MDS, or solid tumors among patients treated
with ABVD versus Stanford V.

In the British randomized trial of ABVD versus Stanford V in-
volving 520 randomly assigned patients, Hoskin et al' reported similar
results, with no difference between the two arms in FES or OS. Initially,
radiation was used in both arms of the trial, according to the Stanford
V regimen, but it was subsequently restricted in the ABVD arm to only
those patients with bulky mediastinal disease. In the Stanford V arm,
73% of patients received RT, compared with 53% in the ABVD arm.
The overall response rate was 91% for Stanford V and 92% for ABVD.
With a median follow-up of 4.3 years, the projected 5-year FES and OS
were 76% and 90% for ABVD and 74% and 92% for Stanford V,
respectively. The Gruppo Italiano Studio Linfomi reported inferior
progression-free survival with a modified version of Stanford V com-
pared with ABVD, with no difference in 08.1%1 [n this trial, the study
design deviated from the published Stanford V regimen in that RT was
limited to patients with initial bulky disease defined as > 6 cm in size
with two sites of disease and/or partial response to chemotherapy. The
data from this trial were recently updated,” and with median
follow-up of 86 months, they confirm no advantage with Stanford V
over ABVD or MEC (meclorethamine, CCNU, vindesine, alkeran,
prednisone, epidoxorubicin, vincristine, procarbazine, vinblastine,
bleomycin) chemotherapy. Overall, our results and those of others
demonstrate that Stanford V is not significantly superior to ABVD. Of
interest, in the United Kingdom trial and in our trial, results with
ABVD were significantly better than those reported in older studies.

Inarecent study reported by Viviani et al® from Italy, 331 patients
with advanced HL were randomly assigned to treatment with ABVD
or BEACOPP (bleomycin, etoposide, doxorubicin, cyclophospha-
mide, vincristine, procarbazine, and prednisone; escalated 4X fol-
lowed by baseline 4 X), with planned radiation (25.2 Gy to initial sites

JOURNAL OF CLINICAL ONCOLOGY
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Fig 4. In patients with low-risk disease (International Prognostic Factors Project Score [IPS], 0 to 2), there were no differences between ABVD (doxorubicin, bleomycin,
vinblastine, and dacarbazine) and Stanford V in terms of (A) failure-free survival (FFS; P = .62) or (B) overall survival (OS; P = .08). In patients with high-risk disease
(IPS, 3 to 7), there was (C) significant improvement in FFS with ABVD versus Stanford V (P = .02), but (D) no significant difference in OS (P = .15).

of bulky disease and 30.6 Gy to sites of residual disease). For those
patients not achieving CR or who relapsed, state-of-the-art salvage
therapy (multiple courses of an ifosphamide-containing regimen fol-
lowed by autologous stem-cell transplantation with BEAM [carmus-
tine, etoposide, cytarabine, and melphalan] conditioning) was planned.
The investigators found that there was no difference in OS among pa-
tients treated with ABVD versus BEACOPP.

The Stanford V and ABVD regimens differed not only by the
drugs in the regimen and the drug schedule, but also because in the
Stanford V regimen, radiation was administered to all sites > 5 cm,
whereas with ABVD, only patients with bulky mediastinal disease
were treated with RT. The United Kingdom Lymphoma Group ana-
lyzed the outcomes of nonrandomized consolidative involved-field
radiation after chemotherapy with ABVD or multidrug regimens in
the LY09 study. Atleast 30 Gy was delivered to residual masses or sites
of original bulky disease (mediastinal mass ratio > one third) at
presentation. The 5-year outcomes were superior for patients who
received radiation (progression-free survival, 86% v 71%; P = .001).'®

WWW.jco.org

In alarge European Organisation for Research and Treatment of
Cancer trial,'””'® RT for nonbulky disease was of no benefit compared
with observation when administered after CR induction by a MOPP
(mechlorethamine, vincristine, procarbazine, and prednisone) —~ABV
regimen, but there was suggestion of benefit in patients with partial
response. In long-term follow-up, however, 15% of patients in the RT
group developed second cancers, compared with 6% in the non-RT
group. Of the 15% who developed second cancers in the RT group,
53% had AML/MDS, whereas in the non-RT group, 17% of the 6%
had AML/MDS. Three of the 172 patients in the RT arm developed
solid tumors within the radiation field, and two did so outside the
radiation field; four patients in the non-RT group developed second
tumors. The risk of second cancer after RT for HL seems to be increas-
ing,19 and recent studies have reviewed late effects of combined-
modality therapy,* including significant cardiac toxicity,>' especially
when RT and doxorubicin are part of the regimen.** Additional
studies have demonstrated no significant advantage with adjuvant
radiation in advanced HL for patients who achieve a complete
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response to conventional chemotherapy.” In early-stage disease,
combined-modality therapy remains the standard of care,”*** but
the role of radiation remains a controversial issue.”>*” Here, there
was no significant difference in second cancers among patients
treated with ABVD or Stanford V.

One approach to the resolution of the controversy of combined-
modality therapy rests on our ability to extrapolate results that were
largely based on CT criteria to current ['®F]fluorodeoxyglucose—
positron emission tomography (PET) —based criteria to define CR.?®
Data in the HDI5 trial suggest that patients with a PET-negative
residual mass at completion of chemotherapy do not require consol-
idation RT, but this concept is still under investigation in the German
Hodgkin Study Group HD18 trial.

Toxicity was similar between the two regimens. Prednisone likely
accounted for the lymphopenia and vincristine for the increased pe-
ripheral neuropathy seen with Stanford V. Thus far, there are no
apparent differences in cardiac and pulmonary toxicity, but follow-up
has been short.

Patients with locally extensive disease did better than patients
with advanced disease, but there was no difference between the two
regimens in either of these subsets. Duration of treatment was signif-
icantly shorter for patients treated in the Stanford V arm, but there was
more grade 3 to 4 toxicity and no improvement in FFS or OS, with the
potential for long-term risks of radiation. However, for patients with
three to seven IPS risk factors, ABVD resulted in superior FFS but no
significant difference in OS. The question of whether there are still
subsets of patients who might benefit from more intensive, escalated
BEACOPP is being evaluated in a North American Intergroup trial
using interim ['*F]fluorodeoxyglucose-PET.

In conclusion, our data, derived from the largest randomized
trial of chemotherapy in advanced HL ever performed in North Amer-
ica to our knowledge, found no significant difference in response rate,
FES, OS, or 5-year toxicity for ABVD (plus RT for bulky mediastinal

disease) compared with Stanford V (with RT for nodal sites > 5 cm).
ABVD, with consolidation RT to sites of pretreatment bulky disease,
remains the standard of care for advanced and locally extensive HL in
North America.
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